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mmm 



[Mai] Jfit«*fci*JlitW«[^CD— SPJC^WS^H^NFjcBKIJ: U 

1 

[Ma 3] StJfil1?*fettJlllW«^©— SP&in vivo £fcfcj;ex vivo^N 

few* m&ftmmm zmm * & , Ma i ~ 4 v% -rti^-aia*©^. 

[Ma 6 ] NF k B^zz-f Sr^-t Sjfa«#tt^©ftJKl|Bjpjc^f 

8*9. 

[Ma 7] «[jfimM > #»ii»t^tft6, masfiaeMHf. 

[Ma s ] m±ir&mz * y a* * & ttjfirimttf (cnf « b^-t^ 

n>f&^At- Ma6&fett7flB*®4m*9. 

[»W©»j|ff3&|»W] 

[0 0 0 1] 

[»wo>ii , t*aiif^«F] 

ttfc S ft * & NF * B ^ ?- $ 5 s n >f & JEE (pressur e-med i a ted) & K J: »J 
Jfli« * fe » Jfof t£*g# &c?g A t * Zl ii Jc J: y , ftffitf Jc *S W -5 if £ ftmmm & flr 

[0 0 0 2] 
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[ft3fe©8tfff] 

*©iMOT*>ftTi**. snfeowtcfiv.Ttt, iic***»***^ 

iWJffl^^i:^ V*h*#b. ***** * U;Ut 11 

btfW*fi£*Z*#»&ft^*- *^ STO**>f***« (coronary arte 
ry bypass grafting; cU6)©»*MrfcbT»V.fe*l«i^#»«^C«*l-«» 
svein graft; STC)tt, Wi^**©*!^^*^*^**^^* 21 **" 

StVO^Olamby R.I. et al., Circulation 60: 901-9 (1979); Virmami T. e 
t al., Cardiovasc. Clin. 18: 41-59 (1988); Acinapura A.J. et al., eur. J 
. cardiothorac. Sur. 3(4): 321-5 (1989); Loop F.D. et al., N. Engl. J. I 
ed. 314: 1-6 (1986); Lit la B.W. et al., J. Thorac. Cardiovasc. Surg. 89: 
248-58 (1985); Grondin CM. et al., Circulation 78 (Suppl I): 124-129 ( 
1989)). ZO**>*Bm»*K*<?* 1 * graft disease; TCD)#*B*fttttf, 

[0 0 0 3] 

A*»*«ft^**nK**»*- fc ** bfe(Co,t J - L - et al " Prog ' carld ° 

vase. Dis. 34: 45-68 (1991)). fbT, Angel ini felC* 9 , *K0»di.l)Xtf 

ODM^lCfc^S^^m^m^gration), BMC, R»^>J^^ 
^^5¥mM^*i5Si:VNe)^OMiCgIi>(Angelini G.D. et al., J. Thor 
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ac. Cardiovasc. Surg. 103: 1093-103 (1992) )„ 
[0 0 0 4] 

1%1%MtfM#&£ftZ> £#x.e>*lTV^ (Nature 362: 801 (1993))„ WiM'&M.it^. 

fc&m&mK<Dm^izit, mmmn^<Dmm\z^^m±'^nmm±(Dmt. mt$ 
K.mffiK&&ikmm<Dftfcf)m$;L. mmmmz&w&z tizzy, 

^X-lotlTV^ (Bryan A.J. and Angel in i G.D. , Curr.Opin. Cardiol. 9: 641- 
9 (1994); Angelini G.D. et al. f J. Thorac. Cardiovasc. Surg. 99: 433-9 ( 
1990); Angelini G.D. et al., Ann. Thorac. Surg. 53: 871-4 (1992); Waters 
D.J. et al., Ann. Thorac. Surg. 56: 385-6 (1993); 0' Neil G.S. et al., 
J. Thorac. Cardiovasc. Surg. 107: 699-706 (1994); Schwartz L.B. et al., 
J.Vasc. Surg. 15: 176-186 (1992); Gait S.W. et al., J. Vase. Surg. 17: 5 
63-70 (1993); Soyombo A. A. et al., Cardiovasc. Res. 27: 1961-7 (1993))„ 
[0 0 0 5] 

ftX^£ 0 m^mWm^O— -Dtl,TmbnZ>m.&mF kBIZ, P65^p50©-tr^ 
3.=Ly bfr*&Z>'\'rUZZM{$X$>Z>(Sen R. et al., Cell 46: 705-16 (1986) 

) 0 ^ KBimm^^^mm^^r^m^(D-'^^<D^4 v^nhxmm^z 

*u mft^mn hfj ADNA_h© kb^*-7 £mzfr&mom.&frt 3 &z>f®m&} 
i&gmmzffii?isxm« 0i^©i?s:istft't5. nf « B&mmxm^z n 
zm&^nhx, d)>f >^-n>r^>i. 2, 3, 6, 8, 12, mmm^m^aw- 

Vyftb*is>-a, ^y*-7 3iUy-am<DVJbjj4>. (2)3^3^3 
T-^3D--ijaB^ >f >#-n-f *>2m<D&mfa, (3)*£#;0^B, C3, C 
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4, *mmm&m$<DXh\sxm&$t, (4)ICAM-1. VCAM-1, E-±\,?*y4g<D 

, jS 2^ VUlfUZfV y^<Dft&mffl'fr^r'^i$%abtlT^Z> (Immunology Today 1 
9: 80 (1998) ) e 

[0 0 0 6] 

hV ^AttlS«ie"eNFicB©?gttS:iaS , t-S(Kopp E. et al., Science 
265: 956 (1994))„ 3£}C> Xfn^f K^ltm^tl/^li, MMl*I^NF 

££^*r&3h{CJ; yNF/cB©?g'ffi'f{:$:|S§'rsii^$tlTV\§(Scheinman 
R.I. et al., Science 270: 283 (1995); Auphan N. et al., Science 270: 286 
(1995) )„ 

[0 0 0 7] 

#M6!r^^0^^j:S^-?©^©?SI£^l«:#Mfi5^tfS^© 
— o£UT, i/X3H^^ > h-^n^f (cis-element decoy) fcMV^^&^WOgS/ll 

n -f S Zl t {c J: U , &^E»fcfc$* / A _t©*»Bi#tt? »)5;<f^xl/ 

£ *XT V% a (W096/35430#OT#) . 

mmxm 1 ] 

8-502653 
[0 0 0 8] 

b j: e> £ •* 5 mm] 
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l*lR^J*fct&iB£WoTV^(Liischer T.F. et al., Gurr. Opin. Cardiol. 8: 
963-74 (1993)). frMWftMJ?teeN0S3t^(Von der Leyen H.E. et al., Pr 
oc. Natl. Acad. Sci. USA 92: 1137-41 (1995)), & £&tftPDGF (ferns G.A.A. 
et al., Science 253: 1129-32 (1991)). 3gh < fcffcbFGFtfttf: (Olson N.E. et a 
1., Am. J. Pathol. 140: 1017-23 (1992))0D^AlC<fc yfflJffifSftS 3£#£H6> 

mzttLEZF^n^ $:HVJ-U/Ky-A^iCj: U #ALfc$I(Morishita R. et al., 
Proc. Natl. Acad. Sci. USA 92: 5855-9 (1995)), ^if3r<Z>^MHCsdi-l( P 2 
1 ) Stte^ £ HV J- U tf?V~ A^fC<fc U^AU g^ffib£M(Bai HZ. e 

t al., Ann Thorac Surg 66(3):814-9 Sep; discuss ion819-20 (1998 )), 77 b 
©^ifillflC^f l/NF /c B-? n -f &HVJ- U jKV - AiSfC J: »J ^A L fcM (Yoshimura 
S et al., Gene Ther 8(21) Nov: 1635-42(2001)), hCD#M^^7 MCE2 

F5 i n^$:ffi^^(pressure-mediated)^lCj:»JSALfcM(Mann M.J. et al., 
Lancet 354: 1493-8 (1999))##l£>;ftT V%3„ 
[0 0 0 9] 

[KM & & #> &>^m 

NF*Bte, ff^&tf^n^r-^ffe^jtttBrK afttfJclRJM 

tom^vffimft^hvytrxtf&m&iri&o tot, m®ffi&4mm<?>mizipm 

&C £ 3 NF /e B©fgffi-fl: feJUfW-f-S d ii JC <fc *J , CABGT'M V» £ *l S ft&fMR&fll 
It^ffiX* frf£),\}im%.fco CABG^CDVGDCDMH&g^iib 
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JEiftrfNx h^>X V x# %/ a >^ (pressure-mediated transf ection method) £ 
[0 0 10] 

&5fcin vivo}C£^T, * fcttf5#»fc#$S»JDRA>f yU^f^t 

i<0»*JC A *J > NF k B^n -f ©h^>X7x^S/3>lC«fc»J ^IK^ftftiffilfe® 
if 3 ti -5 1c. ft X- & < , grMlf f*f$l * © WHS* v h U y ? ;* CD ii 

*^»&*»«an*ifc^iWM^flSr*»ica:yiEWs*ife. tit, nf/c 

[0011] 

*#SEW 3 ft, CABG^©#j»*fi# IC W -SirM^M^ -5 & to ICNF 

T<z>#«;&tra«ffl#ii#3ftfc. 

< 

(3) ^jfilW*fettlfil^=ii^©— BPS: in vivo ££«ex vivo^NF /c BJC^f-TS"? 
n^£^$&31±SClh$:-£tf, (l)*fc»(2)ga«<Z>2MS. 

(4) ffi;fr:fr& (pressure-mediated)^ 4: *J NF k WZMIt&t^I^ Sjfitff* fettifil 
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(6)nf KWrzu *^*&skm®U) £ c<DtemmmKtt-tz>&mm a 

(6)*fctt(7)|B«<0««^ff. 
[0 0 12] 

[*ftiJ?0jfcK<z>nmi 

T*=fe>JK> »T*%^*e&oT=k&VN 0 i^&NF/eBCD^zr-f NF/cBiC 
[0 0 13] 

NF /c B{CJ: y«88»S*l<5 WHtt©IB?ai: LT^GGGATTTCCC(@B?ff##:l)^#tf 

WHttKa^.i:5o%jeii±Hr— y , ■ * y «f* l < ^7o%j^_t:iif-"T^ y, $ & ic 

lit, ^M#:£fcj:, J:fHffiaf©-as#*$c, tt#Di:fcte 
BEtt^n^f ©$fy*ck ;i/-^#5t. .kCtl, ^VyZ^mM^ 
[0 0 14] 
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<fc VMt&mzte^ 2fC»W©NF k B<D-?n4 £ LTki:ft01£M^Ig^JGGGATTTCCC( 
V^fc5' -CCTTGAAGGGATTTCCCTCC-3' 2) 5 £ £ # 

CNF KB(Dffi-&Z:&m*?2>&$ fcBB#l&, Jij*CDI*Bttffi?!U £ fcteftBttSB^J 

Pjlxtji&'S y ii* ? K(s-^-y y >nj;ixf;i/ 

[0 0 15] 

*mm-em^t>n2>m kBt*zi>( ommz. mi%<D?tv zsxv \z*^-^^m 

[0 0 16] 

^tffitt^iii^T'is. zzt\ mmm^mMtvxit, # 
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[0 0 17] 

*»w©nf « mew? §fa>f s#ww», ^ap©«* fera^c 
Bjyasnsi^^jfiT'^ntf^^ttJi^tffiiBRsti'r, 

*83ff, JUSg&J, i/n^m V3KV-AggM(Szoka F. etal., Biochi , .Biophy 
s.Acta 601: 559 (1980) B&fBftfttt] ; Deamer D.W. et al., Ann. N.Y. Acad. 
Sci. 308: 250 (1978) [x~y-/I/&AS£] ; Brunnef J. et al., Biochim. Biophy 
s. Acta 455: 322 (1976) [IMSiStt&JSs] ), SL8J$S©«tffc©mfflL MW?1 

£ h ^ > * 7 jc ^ a >&JC «fc *J mm &C&# £ *l S „ NF /c BlC^f § >f J*, 
T10~500m g> 5~30#<D^#"£B#<Z>Jl<|f £ fettJfaf ^t^Af At5 3 
[0 0 18] 

izts^xit. ^^©NF/cB^a^ *&m**msm<Dtoxkifi*i*\,\z.t.ttm 

[0 0 19] 

##&fJB(Z>NF /c n -f £ 1 S SSSff tt, Jfo* * tc fc* JkWtiLft K 33 W & 

^Mjy^Raiht-SC^lC+^^AoDNF/cB^n-f £^§-r§„ NF k B^n-f 0D^# 
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fc-^-r 2>wmm*i8L&-? &m&* -ijc 10-506 ^oi/\<Dmm^^m^m^ 

[0 0 2 0] 

mmmi 

NF/cB^H^f: 5' -CCTTGAAGGGATTTCCCTCC-3* (SB#I#-5§- : 2) 



ff^T^O mol/LCD^lClM b fc„ 
[0 0 2 1] 

2) JE^J^ h ^ > X 7 1 * */ 3 > GD^fl^if 

&j3lfr& h 9 > X y x ^ a > ICO V>T ttMann tc «fc »J ffMHfc^- # £ 
flTV^ (Mann M.J. et al., Proc. Natl. Acad. Sci. USA 96 : 6411-6 (1999)) 

, 200mmHg©JEb^7T> 20t>£ V> e^^^Mann^ &C<fc U at$tvfe300mmHg|£ijT. 
lO^^V^e>^#^lJfc^T^a>S^^ofe(v ^ -^^$1 s )o tfbS, J&MA-fr? 
^#*l#^tCfe «■ t>7^7x^i/3> $:300mmHgflE^T. 10^(D^ 

#t-*to ferns, Bm®mftoffimmftm : f&mzm «= B-^a-f &h^;y;*:7x* 

^»6|ft#(Z)^ > fe»|ft#««^K:H*Stl&. -fcCDfeifc, 300mmHgE#T10#i:VN 

tt200mmHgffi*T207>^V\e>^^ h 9 > X 7 x * */ g > fe a 
[0 0 2 2] 



3' -GG A ACTTCCCTAA AGGGAGG-5 ' 



X^^^lz-rn-f : 5' -TTGCCGTACCTGACTTAGCC-3* (@3#[#-^:3) 



3' 



-AACGGCATGGACTGAATCGG-5* 
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3) ^CABG^t^V 

^M18^ — 20kg©$|^|(E>>f 5* (NRB; Nihon Nosan, Kanagawa, Japan* fc&HBD; 0 
riental Yeast Corporation, Osaka, Japan) &:Btf!MfeT»jaT? L/fe%©£:£IM hfc 
. 5mg/kg#S, #«*!:#) T*Jfc#Lfc«, &*l*f**S:fTofc. 1.5% 

HJRbfc. ^M^feJ:^10cmSm^Sfe^m<D^&l&^ifl^l^C"^iTL 
feo «BB©JlM«^e>0JIIRS:"5fc««SII5(no touch technique)" (Gottlob R. , Min 
erca Chir. 32: 693-700 (1977) )JC «fc »J flj U IU 4-0$/;i/?M^& £M^T£ 
T©fl8#«:a8*bfc. ^©^, >f Stt&MR&IBJRU ^I'J >ft0.9%*»* 
"e^5g$-i:1 s tC^|#i-L/fe (Angel ini G.D. et al., Cardiovasc. Res. 21: 902-7 
(1987)). ^©fL ttr#JK&EI&»?«*, £fiT**&60#|BHKv*fc. £j£4fflj|8|«:|» 
fl&U X^^>^;^n^(SD^; n=5)*fe»NFKBT : a-f (ND^5 n=5)^(40/i 
mol/L) £ ©Jfc^ffitf&'Mlann P> ©#& (E^J^ h^>^7ai^S/a>; Proc. Na 
tl. Acad. Sci. USA 96: 6411-6 (1999)) {CfifcV^ gffi, 2000mmHg©ffi;fr-e20^ 
»(tt«l«iAfAbf:(01). /\AU^(100rL-^ Wkg#;Jt)£Mm 
Mlfet, «*£#lDR^*i^r«:Tff^:J»IR (descending Ao.) h^ttfT^SlfrlULAD 

ftRZ$&mTfimmm<Dm<n^-mm&*>bMW}r> 7-0 Prolene(Ehicon, 
Inc., USA) ^"Octopus" (Medbtr on ic Inc., USA);** fcf^-f if- £M V^^fV^ 
#M^^©fi&©^&T^l&MlC6-0Prolene&MV>T^-M<O^^liV\ 
tftffc. LAD©»MgaPtt4-0ProleneT?i|^bfe (®2) 0 
[0 0 2 3] 

^IISSBffeJC, 4 5UC}fi£%M(CEZ, Fujisawa pharmaceuticals, Japan) 

©!&«$?&, National Society for MedicaM ResearchlC J; »J ffr&£ tlfc"Principl 
es of Laboratory Animal Care w ^.^!lI®5i^W^^T(NIH)^ hWtt £ r 
l&^H^iCM^"-SfH#f "Guide for the Care and Use of Laboratory Animals" j 
(NIHpublication No. 86-23, afcfXl985) IZ^-d TIfc *J Ifco fc- fMttffcjWKU 
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2 0 0 2 — 2 7 5 8 8 4 




iles Scientific, USA)cf»lC^i|gbfeo 
[0 0 2 4] 

3fc-f Vtti/T*- h (FITC)«»0DNs(FITC-^DNs)S:Mv^T^e»8^b^»^c9FflSU 

(03-1-a ,b) „ FITC-ODNs©JE^J^^E h^X^x^a^&CfcS £»;ftj fcflMffi b 
fc^, EB«W-W#&'V7t*3rS/y > X^^>(HE)T^-febfe„ ^©^ ^3 
W ©h^>*:7x*$/s>3&sp&tM*bfc. FITCB§<f£©$C©lfci:, ^vb^i/'J 
>BH£©^©$t£NIH imageT* X200©^^m^fe D © b 9 >X V x ? f 

[0 0 2 5] 

«•#*#©*?£ ICftftg b & ©it«Jtf (J*S J: *5 * ■) ft HETfS&fe b 

Sfe6Lfc«Wr9Jtf ftJBV^ n>fc: 0 :a.~# — f *-VWftV7 h"NIH image"JC«J; 
-a,b) Q ^4^|^lCM^bfe^m^^*©iTJilRWW^^^©^IS^ft^l 



SD (n=5) ND (n=5) 

ffM^fl^llfl^Cmm 2 ) 2.63±1.00 0.88±0.66* 
^Mfl^Cmm 2 ) 1.86±0.82 1.41±0.55* 
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sm)o 

[0 0 2 6] 

mzft?2>mmmm<D<m& mmm^mmm^/^mm^ 2 )) &o.62±o 

SDHO1.45±0.45lCit^T^S{C^oTVNfe(*p<0.05) o £T©Ifc'ffi 
li^i^fiSDi: bT^^Stl^o Student' s nonpaired T^X h £2o ifc$£ 

. [0 0 2 7] 
6)&igMtffc^W2S 

6-i. fpm^mmmm<Dmm 

n—^-;vm^(Histofine, Nichirei, Japan), ^mSM^m^^L^JV^^r 

(Arterioscler. Thromb. 14: 1846-53 (1994)) &B&3£ bTff o fe„ 
n>tfn-# — f *-$«&TV:7 b"NIH image"T*lI^bfco a-T* 

^«If[I§tlSMt^ltfeSZ:^^^$tlfc(ig3-3-a,b) 0 
[0 0 2 8]. 

if5ijmJiS^mi^(PCNA)tc^ft--&=ey ^ n-^-;vm^(PC-io,DAKO) «fe¥?tlK*fliB 

h*S"J >^'[40D^©m$:NIH imaged J: *J X200©^T-^^. 
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S=E;^D-t«^MV^fibfc„ ND|^©PCNA^I5C^13±4*%T^y, SD 
i¥<Z>56±24%£y^ofc(*P<0.05 ^fSD^)(05) o £T©$rt»ta¥^±SDi: b 
T^^^tt<&= Student' s nonpaired TrX h £2oCD$¥CDifc$Hc;g V^ 0 
MS^te, P<0.05i:bfeo 

[0 0 2 9] 
6-3.$BJ^V h U y ? 
aWBSfl-VhU : v ^ Xifil: >y y >H^5:lTo fc MassonH&S£;&-e 

£*lfc(^3-4-a,b) 0 
[0 0 3 0] 

V> £NF k n -f CD VGD^^^Tb^m^^^^ ic £ v \ XUm S *b fe- &c J: 

y , NF « B^n >f CD h ^ > X 7 x * 2/ a V K J: U $*m s t?£M%A1&<0$'ik%.T$mffi 

Mzn&zii&Mmmm&to%mz&*)m.mzft& 0 *»wku:»j, nf«b^=i 

©M^ ttftJSK: fe W 5 7R&%A*flM £ *U GABG^CD#m^ffi>i IC 33 tt 5 9f JDX 



[0 0 3 1] 



SEQUENCE LISTING 



<110> AnGes MG, Inc. 



<120> Protecting agent for graft neointimal hyperplasia 
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comprising NFkB decoy 

<130> MEDA0204 

<140> 
<141> 

<160> 3 

<170> Patent In Ver. 2.1 

<210> 1 
<211> 10 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: cis element 
decoy ol igodeoxynucleotide 

<400> 1 

gggatttccc 10 

<210> 2 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 



<223> Description of Artificial Sequence: c is element 



decoy oligonucleotide 



<400> 2 



ccttgaaggg atttccctcc 



20 



<210> 3 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: scramble decoy 
<400> 3 

ttgccgtacc tgacttagcc 20 

[©2] Tft*mm z. &m rnmmm <o m \z®.imm®w.K & # a b & -f 
IH3] mmmm^mm^^^to s-i-^m\t, fitc-odns©je 
tcm^^-to 3-2-a^TOi % ffimmfcmmmz^h**svy^*i'ym& 



ffiSE# 2003-3006650 



#2002—2 75884 



[05] mmmrnmmm(?cumm (%) m^57Tfft«. 
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BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

$Z BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



